In 1952 Godwin' introduced the term "benign lymphoepithelial lesion" to describe a lymphoid infiltrate of salivary tissue associated with glandular atrophy and proliferation of salivary duct elements to form islands ofepithelial cells. This process is now accepted as an autoimmune disease2 and there is an increased incidence in the subsequent development both of carcinomas and malignant lymphomas.3 Malignant epithelial tumours associated with autoimmune sialadenitis are less common than malignant lymphomas and show geographic and ethnic predispositions. Over 50 cases have been reported, most having occurred in Eskimos, with additional reports from Japan and China.
We report two cases of malignant epithelial tumours associated with autoimmune sialadenitis, which we believe to be the first described in Britain. In one case a salivary lesion diagnosed as autoimmune sialadenitis had been removed from the parotid 12 years before the subsequent development of an undifferentiated carcinoma. The second case pinpoints some of the diagnostic difficulties, and, we believe, reflects a lack of awareness and possible underdiagnosis of this condition. The more recent lesion showed residual atrophic salivary gland and foci of lymphoid tissue with epithelial elements typical of autoimmune sialadenitis at the periphery (Fig. 1) . In addition, hyperplastic and variably atypical epithelial elements that were producing multilayered duct like structures containing desquamated cellular debris were seen (Fig. 2) . These merged into islands of solid undifferentiated carcinoma separated by fibrous trabeculae containing a lymphocytic and plasma cell infiltrate (Fig. 3) . The tumour cells were round, oval, and spindle shaped with large pleomorphic nuclei and numerous mitoses (Fig. 4) . In places tumour cells had a clear vacuolated cytoplasm and showed foci of keratinisation (Fig. 5) .
Metastatic tumour was present in adjacent lymph nodes attached to the main specimen. 497 James, Ellis A 69 year old English woman presented with a left sided swelling below the angle of the jaw that had gradually enlarged over the previous six months. A small persistent ulcer on the frenulum of the tongue related to her dentures was found, but this resolved with conservative treatment. She had a history of arthritis requiring non-steroidal anti-inflammatory drugs.
A submandibular mass was excised and subsequent investigations including endoscopy of the nasopharynx, trachea, oesophagus, and stomach showed no other abnormality. The neck was reexplored one month later because of persistent swell- ing, but biopsy showed no evidence of residual disease. She was alive and well with no recurrence of her disease nine months after the biopsy. The surgical specimen was an encapsulated mass 3
x 2 x 2cm composed of solid sheets and anastomosing cords of cells, with an intervening fibrovascular stroma containing a focal lymphocytic infiltrate. The tumour cells were rounded, oval, or spindle shaped with large pleomorphic nuclei and conspicuous mitoses (Fig. 6 ); focal keratinisation with "pearl" formation was also present (Fig. 7) . Cords and islands of less atypical epithelial cells were seen at the periphery, separated and focally infiltrated by lymphocytes (Fig. 8) On purely morphological grounds there is evidence to indicate that these undifferentiated carcinomas arise within salivary tissue affected by autoimmune sialadenitis. It seems that they may arise from the epithelial component of autoimmune sialadenitis by a progression of metaplasia, to dysplasia, to frank invasive malignancy. Severe epithelial dysplasia in parallel with benign ductal elements has been described in association with these tumours,17 21 and atypia within the epithelial islands was present in our cases. Interestingly, only one of the patients described in the published reports had symptoms of Sjogren's syndrome, and this case is the only adenocarcinoma that has been described.9
Our two cases are typical of this condition but illustrate additional points of interest. One case presented with autoimmune sialadenitis, and although this has been previously reported,'0 11 19 the 12 year interval before the development of malignancy is the longest latent period described. Even on reviewing the original histology there was no way in which the malignant transformation might have been predicted. In both cases areas of residual autoimmune sialadenitis were present at the periphery of the tumour, and in one case transition of the epithelial elements through squamous metaplasia and dysplasia could be seen.
The tumours were unusual as both showed keratinisation. A malignant epithelial tumour associated with autoimmune sialadenitis was confidently diagnosed in one patient (case 1), based on the history of autoimmune sialadenitis, the histological features of the presenting tumour, and the presence of residual autoimmune sialadenitis with adjacent atrophic salivary tissue. The diagnosis was more difficult in case 2 and was made only after wide consultation. No salivary tissue was present in the specimen received, Malignant epithelial twnours associated with autoimmune sialadenitis which was interpreted as being a lymph node. It was replaced by sheets and islands of undifferentiated carcinoma, which showed focal squamous differentiation with an intervening fibrovascular stroma containing a lymphocytic infiltrate. At the periphery of the tumour, islands of hyperplastic epithelium with a lymphoid stroma were identified with appearances typical of autoimmune sialadenitis. Ultrastructural studies in case 2 showed desmosomes and tonofilament bundles indicating squamous differentiation, findings in keeping with previously published data.17 20 22 23 These problems in diagnosis led us to consider that this may be a poorly recognised and underdiagnosed entity. We rare.25 These tumours bear a striking resemblance to nasopharyngeal carcinomas 20 and further clinical investigation may be necessary to exclude the presence of an underlying carcinoma in the upper oral and nasal pharynx. The finding of sheets and islands of undifferentiated carcinoma separated by lymphoid stroma should alert the pathologist to the possibility of a malignant epithelial tumour associated with autoimmune sialadenitis. Subsequent search of tissue sections for residual autoimmune sialadenitis or salivary tissue may be fruitful and help in the diagnosis.
The geographical distribution of this otherwise rare salivary gland tumour is of great interest. Most cases have been reported in north American8 11 14 22 and Greenland Eskimos16 with case reports from China'9 and Japan.20 There is no satisfactory explanation for the high incidence in Eskimos, although the possibility of vitamin A deficiency has been suggested.16 A high incidence of nasopharyngeal carcinoma has been described from China19 and Greenland"6 and it is suggested that Epstein-Barr virus infection may be a factor in the development of these salivary neoplasms. '6 23 Most patients have been treated with surgery alone, although a minority have received radiotherapy and also chemotherapy.20 Prognosis is difficult to assess with these different regimens from various centres. The outlook for an undifferentiated neoplasm might seem poor, and the natural history is one of local nodal metastases and ultimately widespread metastatic disease. With radical local treatment, however, long term survival is possible. Two thirds of the reported patients were alive from eight months to 10-5 years after initial treatment, only one third dying from metastatic disease. Only one7 of the eight caucasian patients described8 13 15 17 21 died from the disease; survival varied from 20 months to 12 years.
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